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comprising the steps of 

(a) isolating a population of [mammalian] rodent or human 
otent CNS stem cells [capable of generating] which geaferate 

both /leurons and glia; 

(b) incubating the multipotent CNS stem ceL2s in [a] NEP 
medium configured for inducing said cells to begiTn differentiating; 

(c) purifying from the dif f erentiating^cells a subpopulation 
pf cells expressing [a selected antigen/defining neuron-restricted 
precursor cells] embryonic neural ycell adhesion molecule via a 
procedure selec ted from the gro^p^consistina of specific antibody 

capture, fluoresc ence activated cell sorting, and magnetic bead 

capture : and 

(d) incubating,/the purified subpopulation of cells in a medium 
configured for/supporting adherent growth thereof to obtain an 
isolated, ptirifie d population of rodent or human CNS neuron- 



restricted pr ecursor cells. wherein said neuron-restricted 
precursor cell s require FGF and differentiate into CNS neuronal 
cells but not into CNS glial cells . 



In claim 15, please delete "14" and insert --12--. 



21 >-> (amended) A method of isolating a pure population of 




cr7 
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[mammalian] rodent or human CNS neuron-restricted precursor cel^s 
iprising the steps of: 

(a) removing a sample of [CNS] spinal cord tissue/ from a 
mammalian] rodent or human embryo at a stage of /embryonic 

development after closure of the neural tube but prior to 
differentiation of glial and neuronal cells in the neural tube; 

(b) dissociating cells comprising tne sample of [CNS] 
spinal cord tissue removed from the [mammaZian] embryo; 

(c) purifying from the dissociated cells a subpopulation 
expressing [a selected antigen defining neuron-restricted precursor 
cells] embryonic neural cell adhesion molecule ; 

(d) plating the purified subpopulation of cells in 
feeder-cell -independent culture on a substratum and in a medium 
configured for supporting adherent growth of the neuron-restricted 
precursor cells; ar 

(e) intubating the plated cells at a temperature and in 
an atmosphere conducive to growth [of the] to obtain an isolated, 
pure population of neuron-restricted precursor cells , wherein said 
neuron/restricted precursor cells require FGF and differentiate 
into'^CNS neuronal cells but not into CNS glial cells . 

_z 

^6. (amend^i) A pure population of [mammalian] rodent or human 

\ 
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CNS neuron-restricted precursor cells isolated by the method of 
claim 12 , wherein sain neuron-restricted precursor cells require 
FGF and differentiate into CNS neuronal cells but not into CNS 
glial cells . 



27. (amended) A pure population of [mammalian] rodent or human 
CNS neuron-restricted precursor cells isolated by the method of 
claim 21 . wherein said neuron\ restricted precursor cells require 
FGF and dif f erentiate into CNS^ neuronal _ cell s— but- not into CNS 
glial cells . 



28. (amended) A method of [obtaining] producing postmitg&fc 
neurons from neuron-restricted precursor cells comprisii 

(a) [providing neuron-restricted precursor cells and] 
cultua^ing [the] neuron-restricted precursor^e€lls which require FGF 
ana differentiate into CNS neuronal ✓eel Is but not into CNS glial 

lis in proliferating condit>cms; and 

(b) changing/^he culture conditions of the neuron- 
restricted precm^or cells from proliferating conditions to 
differentiating conditions., thereby causing the neuron-restricted 
precursor cells to differentiate into postmitotic neurons. 
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35. (amended) A pharmaceutical composition comprising a 
therapeutically effective amount of a composition [of j£laim 34] 
comprising rodent or human CNS neuron-restricted precursor cells 
which require FGF and differentiate into CNS neuronal cells but not 
into CNS glial cells and a pharmaceutical^ acceptable carrier, 



37. (amended) A method for treating/a neuronal disorder in a 
mammal comprising [administering to] transplanting into said mammal 
at or near any regions of th€ /central nervous system -affected by 
the neuronal disorder a £heraL^^ical^y effective amount of the 
pharmaceutical composition j6t ClaijH^ 35 wherein said neuronal 
disorder comprises Parkinson' s^disease , Huntington's disease, 
Alzheimer's disease, dysfunctions resulting from injury or trauma, 
amyotrophic lateral Sclerosis, or anencephaly . 



43. (amended) [A] The method [for treating neurodegenerative 
symptoms in ^mammal comprising the steps of: 

/fa) providing a pure population of neuronal restricted 
precursc/r cells ; 

(b) ] of claim 45 wherein said transplanted neuron- 
restricted precursor cells are genetically [transforming said 
neuronal restricted precursor cells] transformed with a gene 
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encoding a growth factor, neurotransmitter, neurotransmitter 
synthesizing enzyme, neuropeptide, neuropeptide synthesizing 
enzyme, or substance that provides protection againsi^ ree- radical 
mediated damage thereby resultincLin a transformed population of 
[neuronal] neuron- restricted/ praecrrspp^cells that express said 
growth factor, neurotransmittep<^rfeurotransmitter synthesizing 
enzyme, neuropeptide, neilropeptide synthesizing enzyme, or 
substance that provides protection against free-radical mediated 
damage [ ; and 

Xc) administering an effective amount of said transformed 
population of neuronal restricted precursor cells to said mammal] . 



44. (amended) A method [or] for screening cpfflpounds for 
neurological activity comprising the steps of: 

(a) providing a pure population/of [neuronal] neuron- 
restricted precursor cells or /d&riva^'ives thereof or mixtures 
thereof cultured in vitro, ywhereln said cells or derivatives 
thereof or mixtures thereof require FGF and differentiate into CNS 



neuronal cells but not intc 



:NS gli^l cells ; 

(b) exposing/ said cells or derivatives thereof or 
mixtures thereof to A selected compound at varying dosages; and 

(c) monitoring the reaction of said cells or derivatives 
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selected compound for selected 



thereof or mixtures thereof to 
time periods . 



45. (amended) A method for treating a neurological 
neurodegenerative disease comprising [administering to] 
transplanting into a mammal in need of such treatrjierfit an effective 
amount of [neuronal] neuron- res tricted^precursor cells or 
derivatives thereof or mi^cu|res/ ti^reof which require FGF and 
differentiate into CNS neuiSonajEK cells* but not into CNS glial cells 
at or near any regions of the^e^htral nervous system affected by 



mtral 

the neurological /or neurodegenerative disease wherein said 
neurological ^dr^^eurodegenerative disease comprises Parkinson' s 
disease ,>^untingt on ' s disease, Alzheimer's disease, dysfunctions 
resu^ti^ng from injury or trauma, amyotrophic lateral sclerosis, or 
^ anencephaly . 

(amended) A method of isolating a pure populatiop^^f 
mammalian] mouse or human CNS neuron-restricted prepa^fsor cells 
[comprises] comprising the steps of 

(a) providing a sample of [mammalianV iriouse or human embryonic 
stem cells; 

(b) purifying from the [rodmmalian] mouse or human embryonic 
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stem cells a subpopulation expressing [a selected antigen definj 
neuron-restricted precursor cells] embryonic neural celJL^ctdhesion 
molecule ; 

(c) plating the purified subpopulatiarar^ of cells in feeder- 
cell -independent culture on a substrapdfn and in a medium configured 
for supporting adherent growth^o'f the neuron-restricted precursor 
cells; and 

(d) incubating^tfhe plated cells at a . temperature and in an 
atmosphere ^conji'iicive to growth of the neuron-restricted precursor 
cells , wherein said neuron-restricted precursor cells require FGF 
and di^fferentiate into CNS neuronal cells but not infro CNS ,glia3f 




REMARKS 

Claims 1-59 are pending in the instant application. Claims 1- 
59 have been rejected. Claims 12, 15, 21, 26, 27, 28, 35, 37, 43, 
44, 45 and 59 have been amended. Claims 1-11, 13, 14, 17, 18, 19, 
20, 22, 25, 34, 36, 38, 39, 40, 41, 42, 46, 47 and 48 have been 
canceled. No new matter has been added by these amendments. 



